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patients

P1

P2

Year of birth

1986

1990

Age of onset

2yrs

5 months

Main clinical features

Recurrent LRT infections,
liver damage,

Recurrent LRT infections
bronchiectasis,

HMG, SMG, chronic diarrhea,
lymphadenopathy failure to thrive
HMG, SMG
Cytopenia Neutropenia
Main biological features | Lymphopenia Lymphopenia
age 2yrs 5yrs
IgM g/1 (N) 4.25 (0.58-1.53) 4.5 (0.54-1.55)
IgG g/1 (N) 5.7 (3.35-8.96) <1.9 (5.49-11.54)
IgA g/1 (N) 0.65 (0.27-1.22) 0.82(0.41-1.57)
subclasses g/1
IgG1 (N) | 3.71 (>3)
IgG2 (N) | 1.5 (>0.30)
IgG3 (N) | 0.64 (>0.12)
1gG4 (N) | 0.3 (>0.04)
Malignancies High grade DLBCL of biliary Hodgkin lymphoma stage II1
tract (EBV-, Bcl-6+; age 8yrs) ;
High grade DLBCL of the colon
(EBV-, Bcl-6-; stage IVB;
age 19yrs)
treatment IVIg from 3yrs on IVIg from 7 yrs on
Chemotherapy, rituximab Chemotherapy, radiotherapy
(11 yrs)
outcome Died from large bowel In remission, alive
perforation and bleeding post
chemotherapy
#*1—1:PIK3CD 2

Clin Immunol. in press
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patients P3 P4 P5 P6 P7 (sister of P2} P8
Year of birth 2006 1991 1992 1998 1984 1999
Age of onset 2yrs 8yrs Syrs 4yrs 8yrs 2yrs
Main clinical Recurrent LRT Recurrent LRT Recurrent LRT Recurrent LRT Recurrent LRT
features Recurrent LRT infections, infections, infections, infections infections,
infections, chronic diarrhea | chronic diarrhea, Bronchiectasis Bacterial
chronic diarrhea, HMG, SMG, HMG, pneumonia,
SMG polyadenopathy | polyadenopathy chronic diarrhea
macro crania SMG, HMG,
polyadenopathy
Cytopenia Thrombocytopenia Neutropenia, AIHA, Neutropenia Neutropenia
Thrombocytopenia
Immunological Lymphopenia Lymphopenia Lymphopenia Lymphopenia Lymphopenia
features
age 2yrs 9m 4yrs Syrs 4yrs 8yrs 2 yrs 8m
IgM g/1 (N) 3.9 (0.58-1.53) 7.23 (0.54-1.55) | 1.18 (0.54-1.55) 2.65 (0.5-2.0) 2.28 (0.54-1.55) 1.57 (0.58-1.53)
1gG g/1 (N) 0.12 (3.35-8.96) 4.77 (5.49- 3.98(5.49-11.54) | 9.7 (549-11.54) | 8.98 (549-11.54) | 1.30 (3.35-8.96)
11.54)
IgAg/l1 (N) <0.06 (0.27-1.22) 0.7 (0.41-1.57) N.D. (0.41-1.57) 0.51 (0.4-2.0) 0.30 (0.41-1.57) <0.1(0.27-1.22)
subclasses g/1
IgG1 (N) | 0.08(>3) 3.56 (>4) 8.88 (>4)
1gG2 (N) | 0.06 (>0.30) 1.61 (>0.40) 0.1 (>0.40)
IgG3 (N) | 0.02 (>0.12) 0.89 (>0.16) 0.11 (>0.16)
IgG4 (N) | 0.001 (0-2.10) <0.075 (0-2.10) <0.01 (>0.04)
treatment IVIgG from 3 yrs HSCT at 8 yrs, IVIgG from 6 years, | SCIgG from 4 yrs IVIgG from 19 yrs 1VIg from 3 yrs
IVIgG from 8 yrs | Splenectomy,
HSCT at 13 yrs
outcome alive alive dead (septic shock, | alive alive alive
mutli organ failure,
14 yrs)
#1—2:PIK3CD P5 Kracker et al, J Allergy and
Clin Immunol. in press
Age at Age at . polyaden .
case Diagnosis | transplant cytopenia opathy SMG,HMG | Infections Others
. Recurrent
1992ST003 5 13 pancytopenia + + LRT splenectomy
lymphopenia, Recurrent middle ear
1994MT001 2 7 thrombocytopenia + * LRT cholesteatoma,
lymphopenia Recurrent bronchiectasis,
199617003 6 16 T + + ;
thrombocytopenia LRT Nephrotic
) Recurrent
1998FK002 3 1 lymphopenia - + LRT hematorrhea
Recurrent | macro crania, mild
2004KHG001 0.75 8 - + - LRT L
mental retardation
Recurrent
1989KG001 3 - - + + LRT EBV-BLPD
Recurrent | malakoplakia of the
2000FU001 8 - lymphopenia + - L
ymphop LRT colon, Listeria
Recurrent
20018Y001 0.75 - - + + LRT hematorrhea
Recurrent | MALTlymphoma s/
2003YT0O01 2 - - + +
003YTO0 LRT 0, E525A, mother
lymphopenia Recurrent
2005FK001 3 - ymphopenia, + - -
thrombocytopenia LRT
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STAT1-GOF scoring system

Score | cMC Viral . Autoimmune disease,_ Lym_phopenia, Other_ _
Infection | or Hypogammaglobulinemia complication
1 + — — —~
2 + + -~ —~
3 + + =
4 + + + +
Molecular Defect coiteEll fBNRamelng | e age
domain domain
1 4 - 15 (0~40)
Innate immunity
2 1 2 22 (2~33)
3 Innate + acquired immunity 2 3 18( 0~43)
4 Inngte + acquired immunity 3 _ 15 (7~28)
+ visceral organ
TREC/KREC Group
STAT1-GOF
Score A% B#F CH¥ DEf
TREC+/KREC+ | TREC+/KREC- | TREC-/KREC+ |[IF{EeTA(RI=0
1 2
2 2 1
3 2 1 2
STAT1 TREC,KREC
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